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U the inlemational application as originally filed 
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P^^s ^ as originally filed 



Internationa! application No. 
PCTAJS03/25027 



pages NONE 
pages NONE 



the claims: 

pages 42 and 43 
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pages NONE 



as originally filed 
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pages 44 and 45 

the drawings: 
pages NONE 
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filed with the demand 
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pages NONE 
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U fi^edsubsequentlytothisAuthorityincomputerreadableform 

S ■""amendmenls have resulted in ae cancellation o£ 

the description, pages NONE 
12^ the claims, Nos. 14 
n the drawings, sheets/fig NONE 
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Intemational application No 
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^' *^«asoned statement under Rule 66.2(a)fli) with reeard tn n„™i*, • 

^euations^^ to novelty, .nventive 



Step or industrial applicability; 



1. STATEMENT 



Novelty (N) 
Inventive Step (IS) 
Industrial Applicability (lA) 



Claims S^and 10-13 



Claims 1-4 and 9 



_YES 
_N0 



Claims 5-8 and 10-1,-^ 



Claims 1-4 and 9 



Claims M3 



Claims NONE 



or 



2 CITATIONS AND EXPLANATIONS 

Claims 1-4 and 9 lack novelty under PCT ArtiVlp '^^n\ u ■ ■ 



NEW CITATIONS 




wo 2004/031397 ^ x, ^^BY PCT7US2003/02'5027 

comprising: ^^c^^f 

a) aligning homologous nucleotide sequences of at least about two at least two 
individual organisms, wherein said at least two individual organisms are selected from the 
group consisting of individual organisms of a single strain, individual organisms of different 
strains, individual organisms of the same species, individual organisms of different species, 
and any combination of the foregoing; and 

b) detecting a region of polynucleotide sequence for which the number of 
nucleotide differences/site indicates an evolutionary bottleneck; 

c) determining that the region identified in b) is a non-coding region, 
whereby a regulatory element is identified. 

6. The method according to any one of claims 1-4, wherein the identifying the 
number of nucleotide differences/site is calculated by 7i:= l/[n(n-l)/2] ^YliJ/L, n is number 

of sequences, where i and j represent any two sequences being compared in a series of 
sequences and L = sequence length. 

7. The method according to any one of claims 1-4, further comprising 
determining if the region displays a signature of positive selection. 

8. The method of Claim 9, wherein said determining comprises calculating a 
Ka/Ks value. 



<Q) PCT7US2003/02 



10. The method according to any one of claims 1-4, wherein the method is 
performed in an automated pipeline. 

11.. The method according to any one of claims 1-4, wherein the at least two strains 
and/or individuals of a single strain is at least ten strains and/or individuals of a single strain. 

1 2. The method of Claim 1 1 , wherein the at least two strains and/or individuals of 
a single strain is at least fifteen strains and/or individuals of a single strain. 

13. A method for identifying an agent which may modulate a commercially or 
aesthetically relevant trait that is unique, enhanced or altered in the domesticated organism as 
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wo 2004/031397 PCT7US2003/025027 
compared to other domesticated or ancestral species of the domesticated organism, said 
method comprising contacting at least one candidate agent with a cell, model system or 
transgenic plant or animal that expresses a polynucleotide sequence that is an evolutionary 
bottleneck, wherein the agent is identified by its ability to modulate function of the 
polypeptide encoded by the polynucleotide. 



14. A method for correlating a nucleotide sequence which is an evolutionary 
bottleneck to a comrnercially or aesthetically relevant trait that is unique, enhanced or altered 
in a domesticated organism, comprising: 

a) identifying a nucleotide sequence which is an evolutionary bottleneck; and 

b) analyzing the functional effect of the presence or absence of the identified sequence 
in the domesticated organism or in a model system. 
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